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A BRIEF CONSIDERATION OF THE PRESENT STATUS
OF SO-CALLED PITUITARY BASOPHILISM
WITH A TABULATION OF VERIFIED CASES*
L. EISENHARDT AND K. W. THOMPSON
The malady which Dr. Cushing described seven years ago under
the name of "pituitary basophilism" has certain characteristic clinical
features which, as time proves, are commonly though not invariably
foundtobeassociatedwithabasophilicadenomaoftheadenohypophysis.
The outward appearance of the patients is so striking when the
syndrome is fully developed that one resembles another as dosely as
do acromegalic patients. The victims acquire a round, plethoric face
(Vollmondsgesicht), andan obesity which tends to spare the extremi-
ties; theybecome round-shouldered or kyphotic, and cutaneous striae
of deep purplish-red color principally distributed over the lower
abdomen slowly develop.
The disorder proves to be twice as common in women as in men.
Amenorrhaea and varying degrees of hirsutism affect the females,
and the males become impotent. Clinical tests reveal vascular hyper-
tension, decreased sugar tolerance or actual glycosuria, and the
x-rays show a skeletal decalcification which is often so extreme as to
lead to spontaneous fractures.
While the disorder is apt to progress rapidly and may lead to a
fatal issue in the course of a few years, notable remissions in its
activity may take place, and in some recorded instances the malady
appears to have become quiescent for long periods with retrogression
of symptoms. Death in the majority of fatal cases has been ascribed
to an infection, often following such trivial causes as a pin-prick,
tooth extraction, or retrograde pyelogram. Otherwise, when allowed
to run its course, the disease usually terminates with cardiac failure,
cerebral hemorrhage, or uremia.
The associated pituitary adenomas. A tabulation (cf. Chart)
has been made of 67 cases in which post-mortem examination has
disclosed a recognizable pituitary lesion, a definite adenoma having
been present in 58 instances, viz., in 86 per cent of the cases.t
* From the Brain Tumor Registry and the Department of Surgery, Yale Univer-
sity School of Medicine, New Haven, Connecticut. This investigation has been
aided by a grant from the Jane Coffin Childs Memorial Fund for Medical Research.
Presented at the Eighth Annual Meeting of the Harvey Cushing Society, April
6-8, 1939, at New Haven, Connecticut.
t One case has been included (Cushing: "Dr. G. unreported") in which what
appears to be a basophilic adenoma was found in the hypophysial margin, the rest
of the lesion having presumably been stripped off with the dural capsule.508 YALE JOURNAL OF BIOLOGY AND MEDICINE
Through the courtesy of those under whose observation the cases
have originally come, we have been permitted personally to examine
sections of 39 of the 58 pituitary bodies in which adenomas were
present and we venture to classify 33 of them as definitely basophilic,
including 5 of transitional type. Two others are chromophobe in
character; two more are of mixed type; one is a malignant tumor
with metastases; and there remains a single atypical adenoma which
is unclassifiable. The 20 verified adenomas which we have not per-
sonally examined were described (cf. column in Table of diagnoses
in quotes) in the various necropsy reports as follows: 15 basophilic,
1 eosinophilic, 1 chromophobe, 2 fibroadenomas, and 1 malignant
adenoma.*
While stressing herein the frequent association of a pituitary
adenoma, most commonly basophilic, with the syndrome in question,
attention must be drawn to the fact that a disorder at present clin-
ically indistinguishable may occur in association (1) with carcinoma
or adenoma of the adrenal cortex,t (2) with an oat-cell tumor or
carcinoma of thethymus,4 and (3) even when no adenoma or tumor
of any ductless gland has been found at autopsy,§ nine such
examples having been brought to our attention. In this third group
ofnine cases six of the seven we have personally examined show what
are known as "Crooke changes."
The Crooke changes. While making an histological study of a
series of pituitary glands, A. C. CrookeII first observed what
* We have excluded from consideration the microscopical conglomerations of
basophilic elements sometimes described as adenomas which so far as can be told
have no clinical significance. See: Costello, R. T.: Subclinical adenoma of the
pituitary gland. Am. J. Path., 1936, 12, 205-15; Leary, D. C., and Zimmerman,
H. M.: Basophil infiltration in the neurohypophysis. Am. J. Path., 1937, 13,
213-27; Susman, W.: Adenomata of the pituitary, with special reference to pituitary
basophilism of Cushing. Brit. J. Surg., 1935, 22, 53'-44.
t e.g., Calder, R. M., and Porro, F. W.: Adenoma of adrenal cortex simulating
pituitary basophilism (Cushing syndrome). Bull. Johns Hopk. Hosp., 1935, 57,
99-110. Also: Kepler, E. J., Kennedy, R. L. J., Davis, A. C., Walters, W., and
Wilder, R. M.: Suprarenocortical syndrome and pituitary basophilism: presentation
of three new cases. Proc. Staff Meet. Mayo Clin., 1934, 9, 169-81.
e e.g., Leyton, O., Turnbull, H. M., and Bratton, A. B.: Primary cancer of the
thymus with pluriglandular disturbance. J. Path. & Bact., 1931, 34, 635-60.
§ e.g., Ulrich, H. L.: Pituitary basophilism without adenomata anywhere.
Minnesota Med., 1936, 19, 535-37.
11 Crooke, A. C.: A change in the basophil cells of the pituitary gland common
to conditions which exhibit the syndrome attributed to basophil adenoma. J. Path.
& Bact., 1935, 41, 339-49.BASOPHIL ADENOMAS
others have subsequently confirmed: namely, that in all cases of the
syndrome in question the basophilic cells of the anterior lobe show
a characteristic hyaline change which, curiously enough, does not
appear in the elements composing the basophilic adenoma itself
should one be present. This, for example, is true of 35 of the 39
cases in the Table that we have been privileged to examine.
Since this hyalinization of the cytoplasm proved to be present
in all clinical examples of the syndrome, whether associated with a
pituitary, adrenal, or thymic tumor, and since the same thing proved
to be true of the examples of the syndrome mentioned above in
which no adenoma of any ductless glands was found post mortem,
Crooke came to regard this as the essential causative lesion. In other
words, the changes in the basophilic elements of the anterior lobe
were taken from an histopathological standpoint to represent the
single common denominator of the syndrome.
While Crooke interpreted the hyalinization as an expression of
altered physiological activity of the basophilic cells, Severinghaus
and Thompson* have observed what they take to be a closely similar,
if not identical, change experimentally produced in the anterior lobe
basophils of dogs. In their opinion the hyalinization represents a
degenerative change following a period of physiological overactivity
of the basophils as a reciprocal consequence of inactivation of certain
subsidiary ductless glands. Those who have looked for similar
changest in supposedly normal pituitary glands are in agreement
that they are rarely present, and when found involve to a slight
degree only an occasional basophilic element.
In concluding this brief analysis of the cases in which an actual
adenoma associated with Crooke changes in the anterior lobe has
been held responsible for the clinical syndrome, the writers are fully
aware of the great need for a corresponding analysis of those cases
in which the same claim might be made for an adrenocortical
adenoma similarly associated with Crooke changes.
A tabulation of autopsied cases alphabetically arranged follows:
* Severinghaus, A. E., and Thompson, K. W.: Cytological changes induced in
the hypophysis by the prolonged administration of pituitary extract. Am. J. Path.,
in press.
t Crooke, A. C.: Loc. cit. Also: Ecker, A. D.: The hyaline change in the baso-
phil cells of the pituitary body not associated with basophilism. Endocrinology,
1938, 23, 609-17. Also: Rasmussen, A. T.: The relation of the basophilic cells of
the human hypophysis to blood pressure. Endocrinology, 1936, 20, 673-78.
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